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^^Vi'^^ ^ u 7. 9 y => > > y d -S: ?? ft^ ; - t-i t o \i ft -'^ i^'i '/ii t) 
^ §s i i . it# >£ f ii ui-n-ri>^^j s fn] TE :^ i ; r^: -t- ^ % rj] -r . 

r n 7. ^J' y V > i- > , \- u y y ^ jo ct n r n h >; ^ > O J: o 4' T n x 

^p/f ^ ^ V 7, ^ ^tl^-r ^ /-j*^ ^ ^ L -T ^ o ^ o -7^ n X ^ y Y 

l^-^ — ^-^-^ ^ ^ -/ n X ^J' rf^ >• V > D 2 ( P G D ) !i. wifLfit^^-ti , flS, 

-C^fiK^tL, ift^^;>4lii?S['tt^5§Jf LTV^^ :i i:75^"^on-Cv^^ (Ujihara, M. 

Arch. Biochem. Biophys. . 260: 521-531. 1988: Ito, ^. h . Prostaglandi 
ns Leukotrienes and Essential Fatty Acids. 37: 219- 234. 1989i5 J: O^'^c?) 
(D^Am-tM) o i^yx.li\ PGD: 4'fl<W*i.^.(;io^^-c;iBi0R#A. ^l^iUpgil, 

(Negishi. M. Prog. Lipid Res. . 32: 417-434. 1993 io i C7) rif: o 

. tf^. POD, !i. iflL/h=l5JM«^}inSiJi-o-:tr-r\ ito-^-, Bii^ 

J:a^~i^'S<7):f--<t«j*^tfefi$-ti-^f!^^i4^^i'^ - -T^'^'^n^^tiTi'^ (Giles. H. 
Prostaglandins. 35: 277-300. 1988 i3 J: o"^" ^ O >4> (7) 'j I ffl jt ) o PC 

D . li . StL> -e- m ^ 'an ^ -,1^ 7^- L - ^ BE-iilsffl ii^hlk a'. ^ n ^ i l^- ■/ 

)ia ^ ft-T S^tK . ft? ±1 -h-h^ y ^- f ^ - ^ - ,5f \^ o in ^ L 

V ^ ^ h t I^IJ "Ci ' ?) (Negishi. M. Prog. Lipid Res.. 32: 417-432. 1 

993 J: L>='-t-c0 4'O^lfflii;;) :^oJl, POD. /^R'flx-^'- ? tL,"j^f l^^BR 

r£r T!f '5)fpffl7i^~,^:>'L ^ h /./'/J-; 1r ^iTi ■Woodward. D. F. . Eur. J. Pharma 



wo 01/14882 ^ IP PCT/JPOO/05615 

col. . 230: 327-333. 1993) o 

m ,t P G D : '2:??#^^ilKe-J J^^v-^i^-^- (r n'- x h io XVr > 9 
-Xh^^-i;-) (±. PGD. :d''m'd-iri,m^(D^^BcO:.-hmmi^^j:^Zt:^HWi^^ 

JI^T'(±, POD. (i. #^fi^J^^^'##:^^LT^cOfl£ffl^%JiLTi^o ^ <h 
7i?B^ <?>;5>(I^- o Tl^^ (Coleman. R. Pharmacol. Rev.. 46: 205-229, 199 

4) o L:d-L^j:^'h. PGD, t (D-^'^it t (D fyiJZ- ^Hi . II#-^tt;^)'afe St) 

#75^"^fe/5> >L i: ^> ^>:*-o TV^/E, (Narumiya, S. ^b^Br. J. Pharmacol.. 85: 367-3 
75. 1985) c 

tfz. mmm^mm^iJ: ^1 . t h-^fii^t?{±. pgd, '^^i^^im^j^-fj: < t i, 
2U(^-^r ^ A y°tu-f^.L. PGD. (n^mt£mmi'v-m^\^i\-Lx\^-i z. t-h^L 

Lli"^l'^c>:}xTv^;E, (Woodward. D. F. , Eur. J. Pharmacol.. 230: 327-333. 
1993 ; Fernandes. B. Eur. J. Pharmacol.. 283: 73-81. 1995) o i^Ox-fi. 

V -T-^¥flf IS -C (i . POD. \.ii.Z> ^ ^r-|- ^ ^ . -5- n h ^ 

U . mmi'^m r # ^M- ^ . 2 IIct) p G D -Si^^ f^:^ -7' 9 f -7° (7) ?f Yf^vTX 

l^^tLTv^^ (Fernandes. B. Eur. J. Pharmacol.. 283: 73-81, 1995) o 
iJ&oT. PGD2 (7)^^i>Srf1-:ffl<7) ^ ?^i^<7)a:#^^P^tIOJSj75^-^#^<7)f^ffi 

G D 2 -S^ft'^ ^ 1' -7° CO 53^^' S ^ ffiii-T :i > h . :i<7) ^iFil^+h v" f -/ 

SSti'SrO. J; (>i:o(7)P GD: ^UW^ -i -f t ^ 7^ h ^ ^ mi^^ 

■h-^ u~-> Y^fLtz (^T, D P b-t 7°^ - i: ^ i^-) ) (Boie. Y. . J. Bio 
1. Chem. . 270: 18910-18916. 1995 ; f^-^T 10-5 0 7930 v^^flz) o 

m^E> ^ o D p u-t r ^ p g d . o^i-^M-^^-^sstt^T) ^ . M,wt^i 
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■>' h CO iZ ^ T . D P I- -t: T * - C-) JP„fi|| t^f ^ 17 'J m , D P -t "7= ^ - cT) 
ttJ r P G I ) . O m IIK if # S iifi ii'< i: ?t L >• - r cO n ' ? ^ i T i. ^ ^ 



-t -7= ^ - 5'v c7) P G E) ii^ i'f Yi: 7i •■ /j< US ? T : J , -r CO i^: h ft 

.7f:^H^75<^^,;^ L i: i: T 5) ^ISJii , D P -t -7^ ^ - i-^H'^-' , Mi 2 O h P G D 
'5 ?? fi^ 9 f 7 1- 51 L . M ^ CO #i B o in #e j- 1; i ; -fr )fl . i co 2 c'^ P 
G D : 'Sff fj^^ v- -r r !l H L -T i- 4^ S . f^^ij x. M jf^fi^J ^ > ^ I- - :^ 

^^m^'.i. 4^5tm^^:^'^^ h ■■) yr<h%J: •} iSfZ-t-7 n-^ > r L/j, GSfi 
K*lx^#f^:4ll^tiKli h C R T H 2 (Jl h\ h C R T H 2 h 4> <■ ^ d ) [Naga 
ta. K. J. Immunol.. 162: 1278- 1286, 1999 i6 X 'Jm-'SiM'^^h^W O 9 1 /A 
6 e> 1 1 ( ~ c7)^#3t-^>f[lT'!i. 11 h C RTH 2 1 9 ify.UTi^a) ] (loi^ 
-C. ^co^flfi^ * > K^^^^i-.ojill-C-, l^j^^it; t t h C R T H 2 /p^P G D:• 
^:il^6<]U/^rL.i-o 11 h C R T H 2 i D P I'-t-v'^ - ^ 
Jtf2L7^j^-3IK M^r^T\ PGD: ^il:l!ft/et-*^i-^'^)S1i;:jii^;i'db^ ^ > ^ 
aaiL/Jo ttz. ^^flcO-ft^if^ (fi^ij^if. 11 h C R TH 2^1^40 Ji> D P Hr 
~ [Zi^ L T 4- /v f,;l^ ^ /A:?-^ ^ ^ 4- L . t: h C R T H 2 L 

Z(7)i.n\i. ^^Tiii. PGD. tenSf^i: <>.St7n/iti K C RTH 2 75^ 

\ ^ ^ h , g fi^ i: -f ?> 1^ 2 co t: h p G D : -^-^li;^ -7- ,^ r ^-r-^ b fisia 

ii . 1 CO 11 r C R T H 2 cO P G D ^S'#fi^^- ^ f h T oOttS ^ W 

thPGD: iir^iii-'S- fjvfi]4-^^K'r Eav^ff o , ^^ScoIi5j5£1J)£i:PlC-r 
i- ^ . 4^ ^Bti ^- ;i , 4: 11 ;; i3 1 ^ T , K i-"' ^ ^ -"^ ^ ^' ^ > > > D 



(Gerashchenko, D. . J. Neurochem. , 71 : 937-945, 1998 



"^t'l. DP I 
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IrT]!{^gc7) 11 I> C R T H 2 --C7)f1^ffl ^BQ^iifJ-tt ^ :i > liJ: 0 , Mt^gO t h -7°n x 

;;iiV^T, - :^ -itmj tli. i-t^ > 4- ^ x y 7 > v 

> 'S'#f$^<^#ll li-ti^ h:^'(Dir-m(nz #.1*1- -3 ^ (T:) ^ i), ft ^ W f± , 

^ > n fi^ m ( ft nil li > T - X h Til -r fi^ m ■:- ) e i o , 

% 1 EKi. bhCRTH2 (KB8) ^UV> W M^' 9 ~ (KD3 6) 

aflS^o ['H] PGD: l-g-^-H^^^^MM 3 <7):^rit'^T':. /-jltm^^-rllfi-e^ tK 

^ 2 ElJi. i; h C R T H 2 ( K B 8 ) i5 J: O^'D P U -t "7° ^ - ( K D 3 6 ) %3Ea#4H 
fl&(7) P G D : ti Wi" ^ 5cJ-D ^'^Jfef^iJ 4 iC/j< L /-ilGir^rt ;t > A T V -t -r -c-iiija 
L ^ >j<-r HS-C^ ''K »v 3 I^g (± . t h C R T H 2 is J: P H:r y J' - C7) 

U > K 31-f'^.t4 \'^7r^\^fz->i }£- T' jflij ^ L ^5 % ^ ^ i- ffi -I? ^ 1} , L 

^4 glJi. t h C R TH 2 (75jl^ai3T3-::^X h J; ^ , ^Ea^S^M^^ O y 
>-t V 3 > ^^Jii^iJ 6 II/T^ L/-:t/-/i-eiSiJ^ L/ilSfc^7i^-t-|;^lII-c-^<.o 

A. b h C HTH 2 tiov^T 

:$:^H;!|eJ-U;^v£f±. KE JU'T^ t: h ^ ^ g-^^ -i> 1^ h C R T H 2 D P 1^ -t 7° ^ 
-i'J.H^^. ?^^j2 toil h P G S#f*^-^-7-^ -f -7°^ LT^fig L-Ci^o i: i^') inW, 

t:hCRTH2ti. 7"- ^ -^c- X D D B J . EMBL. GenBankiCJoi^ 
fr^'-t 'y V 3 >^>/^-AB 0 0 8 5 3 5 J i: L T ^ . h h [i]* 

4 
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h . b t^i^- 9 ^■<- 'ItlW^^iit^ [Nagata. K. . J. 

Immunol.. 162: 1278 128t3. 1999 i O'^ I^J i> It-J! .ilPW O 9 7 / 4 6 6 7 7 (1 
o^.Vs^i^ia ;: ;i . [319 .ifia;T-J i L T Hd-tx ^ n T w^, ■ ] x iti -l r fr^' 

zilhcD *n \h 1' ; : . ^-t f I: L t: h c R T H 2 lix r i K ; i ^ rt-r. ^> 

-7-^ K\ * o \- ^.'i in h C R T H 2 ^ Mf^i" *Bl)ja> ^ ii h C R T H 2 ^ 

( 1 .1 r C R T H 2 ^;i-^t7)*C53--'v:7^-f- Ko^sjl^iioi^-c 
fyijx.!i\ 'ii h C R T H 2 tO 7 -7- K -1? R T -^ K;i. iV^lJc^;) .A?" J: !j 

fbV^^-fiJc L Tt^ ^ //'-c- ^ -5. c i . ct 1) -^3:fi5 ii ;i , K C R T H 2 <7>^^?:g 

-^^'.Mi-SI^^^'---/-?^ K {>I;fi^^. t: h C R TH 2 P^i£igSKrlf..ft>-to Z h 

i>) CO. i^-r^t;^'^ n - c D N A L. Z ^ jitU 4" ^ - U 

^^M^^h. miftx. b h c R T H 2 mmmBn^n^-t i' ^ t-/)^-::-^^:, 

\i h CRTU 2 c DN A(0^ J' o - ^ > .r i3 J: ilJ^IH^-?.^!^ x. ^^4*#^^J^^(7)^?ri 
fi-Jlilli^ffl'.'-C^- ^tLT Z Z T-i^ tit^ii^^i^rti. 0'iJxIi\ Maniatis. T. ^ . 
Molecular Cloning: A Laboratory Manual ( Cold Spring Harbor Laboratory, 
Cold Spring Harbor. New York. 1989) (I il nfi^ ^ ti T v > c tfz. 
l5'<i. ^ij X. li\ I » :b ^ f h X ^ V -7 ^ y jj' ^ ^ - ^J' > i -f- V X (Si te-Spec i 
fic Mutagenesis) (Mark. D. F. . . Proc. Natl. Acad. Sci. U.S.A.. 81. 5662 
(1984) ) ^<7)^-v£^fflv^-C, igf5+-a:^^!f^ Z hTi'-C-^ 

m^Jf^x t h C R T H 2 iS^J!] 4' fHi^fflfiau % Jil ? -tt o ;i , ji-ffiTii. i -f 
^-a^7)h h C R T H 2 c D N A(7)^2.^il^iJ1f f&^^feil, -^Jti'-^^ .'^ - t: . 1^ h C 
R T H 2 r^M# e K ^ 3 - Ki- o D X A i ftMD'J M (i . h C R T H 2 c D N 
A ) ^ ^ y-r^ , mx.l£. t h C R T H 2 mir.^(D^iRf/^ jL^g ^ ^ 

I ti)m^-^i^Xi>^m&^^^^th L.-*-polyiA)4RNA r$km:~ LT, i^inc^^^i* 

II X '9 RT — PCR (reverse transcription polymerase chain react ioni S'T', H h 
C R T H 2 c D N A ^-^f.^i"^ - r 5 -5> "PCR Protocols. A Guide to Met 
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hods and Applications" Innis, M. A. , hK&, Academic Press, San Diego, 1990 
) o ^ii. lihCRTH2 mU:J-^m:^'^jm L T h Um. t L -C (i T h 2 

^ -{ y°T y ^^it (Nagata. K. h . J. Immunol.. 162: 1278-1286. 1999 ) . ftf 

mm . ^ f^'j /j< -c- § ^ o 

i/j, hSiicor h < L-CP C R-Ci^lMLTtli h C R TH 2 c DNA[*Jf>^-<-^. 
'f^'rrf&Lfz}:: h C RTH 2 (7)Jt^*Se^iJ (I tSffiW ^ D N A * ^ v^fi R N A ^ 7^ n - 
7~ > L T . i9\l ^ li\ .h p^LicO H h C R T H 2 m ^itmm^iti ^ <-0 c D N A ^ -f ^ >j 
-Ti^ib. HhCRTH2c DN A(7)^f?Jj^ A1^i-^fi;-#Sl5^J^-T-)i^t?^ft| LT ^ i 
v^, Z(D X n ^j:i7^M.^'J^j:-J--'}iHi. I^lj ;i IfManiat is. T. Molecular Cloning: A 
Laboratory Manual ( Cold Spring Harbor Laboratory, Cold Spring Harbor, 
New York. 1989) IzmmnUm^ i^-C ^ c 

bhCRTH2c DNA^<^ \^ h C R T H 2 KilSfig^ n - K^;i> DN A ^ 

Um-C-^^o tfz. h C R T H 2 3Sfii-T-^0 5&i|ii. 0J^^^m^.lzm h-f. 

1^,3 -t)'y ^ h > r-^MB^-, vi^^^^y - s- h 7 > X -7 i 7 - -t:~itf5^ 

pQE, pGEX, pT7-7, pMAL, pTrxFus, pET, p 
NT 2 6 CII%-l-f?iJ>r:-r^^ tT^^-c-^ ^ Al r ^^^M t -t ^ ij (D t LX 

{±. pPL 6 0 8, pNC3, pSM23, p K H 8 0 ^ f^y^-f >o t Ti^'-t: ^ 
-2>o ^/.ix Tsi^^^^ti-'?) ^><7)i:LTii. pGT5, pDB248X, pAR 
Tl, pREPl, YEpl3, YRp7, Y C p 5 0 m^MTj^-t ^ Z t-^^X' § 

ttz. r&£.^m^i$mmm.y^iim^mm.t'rh i^cot lxh. p 9 i o 2 a, 

pCDMS, pcDL-SRa296, pBCMGSNeo. pSV2dhfr, 
pSVdhfr, pAc373, pAcYMl, pRc/XMV, pREP4. 
p c D N A I ^- ^ ^?!]7r<i- o - > T&^'T ^ o o 

^-(i. lihCRTH2 rxljigF^H^5§?aeHt^ SA^ 
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Lf!>o jSfZ- j'-T&iM-'^ ^- ^m^.-r Z>cO:f)-^fii-t L < , ^.T si^ ;i;S-tt ^ ^-r 
/;b J: -i ;i n C R T H 2 r-J ifi M n S ^ 5eJU -tr -o >I r r ii> L^] -r fr ;i ;i . n,«$-L 

f ij m^iL^'ia^ m ^ Y -m j. r L m m l n a m i- ^ ^ ^ - ^ ii -t ^ 

t h C R T H 2 r>Sii JiF3 K ^ =J - K-r ^au; 7" ^Tlt^ji/- ^ 9 ~ (D 

■i^^mU^<-^MK}jL UZ.i\['-X ^ B^ff.^i-fcii , -t^Mti ^ TTii « M x. if IS ti^->< 
^tt ^ [i^i -C- o .-r !: !i > -tl^l: ^^ '7 a ii^ -x. h n .1.° i. - -> 3 > 

P - -> 3 > Z ;i .-^^ V - A (i-^- "f-l^ i: J: 0 ff ^ i r //""c- 1^ -5. c 

i^^Nili. L BiS-lfe<-T Bl#%-^:^^ ?H.il;5^"Pi'?Li*^^3*lll«Qlc7)i# 11 .'i , RPMI 

1 6 4 0 iSilli ^f- ^ ffl '■^ ^ t!'^"'^' ^' ^- 

,t'^<D^mM',Z X^Vi^h ii i> h C R T H 2 rHilS f-1 K !i . 4' ^^ h 

CRTH2ite!ti: L T L "Cft/IJ-r ^ ^ i: //"'iTMt t^'ab 5> c h C R T H 

I h , PkH it, j§ . ^' ^t- it. j§ , 3$ "(ft ii^ 5^ n -v- h 7 -7 Y - , 31 53^^; , % 

^^'=)ti:-fu7.9 J i K'SW<4i(75fflMi£!;''->'-"'T!i^ f^-ij tIfUshikubi, F. ^ , J. B 
iol. Chem. , 264: 16496-16501. 1989;: piii^t ^ H T •) , ^fftMii il^ T M 

(2) t:hCRTH2r ^JJii" ^ <fc ^ i ^ .'i r C R T H 2 ^ t^fflt^^? 
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R T H 2 ^ I'h L T I > o K ^) v ^ (i L h mil'^lW^ ^ . 'A^^m M '7E jj-m l~ 

i^v^Tfflv^^ ^ > uj-fi^-e^^o tfz. ±nEt7' 1^ h C RTH 2 r^311tf|-lK'^=?- 
K-r ^ ififj^ r i ffi'- ute^^<4'^ ^ ffl '^^ 2. i: ''Sti^'C- ^Z>,. fzfz\^. Z(Dmi^. 
^ it h(n^^^m%i^'^i)-. t: h C R T H ^ 5eJi|i- W^'il- . D P U -t :7° ^ - 
^ItiJO -7° o X ^ y -f KL- -7° ^' - =^ 5dJti L T <- ^ 7^ I ^ ^ t ip^. ^ L I 

h c R T H 2 ^ii^flaii> ^nflf^i:^. -x-^^mm'^}i\^^~^^^'z\tm-rz>z. 

> //-e ^ ^ L . e;^L J; 19 h C R T H 2 ^ ^ ti-*fflflS"yMi m i. If. Ig^v^ 

v^{± t: h C R T H 2 r^Jli-^^BS. a^ov^tit hCRTH2 "^^t^mm^r 

m'S^-^fz^nV^. :*:|&0flIWia:^v£-fi. h C R T H 2 t^^ DPU-ty^-W 

o' < [5]^:^v£-T-^ o J: o T . ^$aif*> K C R T H 2 ^i^'ft \zmm ^ 

V ^ - ^ - ^: L T [s]Si $ tL !i\ ^ co|SI^!t*j Kt^n ?J 2 h h p g D , 'SWfi^ 
tli^-r m.^im'^V ^U--^-i:L-CIi]^$n^C>i4-oo t: hCRTH2(7) 
?S1l{;il^6-3^^ V t'- ^ -ii. HuiiEL;^^ J: ^ ti, ffflx.!i\ M-ft: L 1^ h C R 
T H 2 SfittX{igB5t'-°-7°^ K\ abo i^ii t: h C R T H 2 ^5§i;ii-oltBfla> 
v^iiH h C R TH 2 r Frt.^fflfla53-®^rffli'. f^ij.tii\ h C R T H 2 Hit ^J" o ji 

8 
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fi'j 4- ri- ffs ^ ' ;i h C R T H 2 co ft - ^-r 'r ^ i^l n'j -t- i/j 31 't- h- ; ; ct o T 
±i!E L i o . 5&H<j |nj Tii ;'JiiT' ;i . fil ^ '0^ i- 'f'--^ o h C R T H l' ^ 

fa;i^fjo -r !i. -Jiiiatiui^ < o^ur)-J5-j*i--c ^ .•/.y/c^. . t-t\ p g d . r ^ 
o 'Fb;] -c-^ . o "c, 11 h c r t h 2 o gi::'7>-x r y ti^m-t.^ X . '-^ h c 

R T H 2 gl'i g<7)'i-^fi^^'liW L Z--::^'^;'. JaYt'-O r ^ '"5;i^T-.@'C<i^>^75>io l i^^^^'c 
tfz. \^ h C R T H 2 < ^f^?. S-'v^.'iPiri-L/j'ti hCR 

TH 2 Sl'l rt^aj^-^&^ii^'c-ii , if > V m.m^ii'^%it-^ -5. "Tfigti^^'i? ^ c f'to -C , 
?^??^.(7) h hCRTH2iTi^|5> [n1 — (T:) T < y ft$6d5'ij ^ b o ^> cO ^i^ffli" -5, C r 
7i'/zTig;6^^ i/-> hg?.gl^1gr LT#r£--|--2> 11 K C R TH 2 

'£'1?^'^) <> >>;ig147i^'^ f;^o-C. lihCRTH2^ mift ^ '2. ^'fl- 
TH 2 (7)^fi^!ir^l^-r^ "TfgtliTi^"^^. f£o-C, t-^'Srffi^Ti^ 
A^^iio i-r-ii. tJ?Lmfi)!f^^-ffl!a^^Hin;Hi!ci h L -C j$ ffl ^ ^ >: ^^"«[?^75^ L 
n'ii^o t: h C R T H 2 ^ U - ^ x 'J > i^'i; ii^/jo 

-C!±, L /^a:^ HbCRTH2^HhCRTH2 '-O^S'Ti^'-^ 7'-f^ K^Ti^^flJ?^ 
^ki)^^<><r>X^. Bfi-JUfL' C-r-f'iffli-^ H h C R TH 2 ^ S-^^ ^ ti^^' 

^5&etf3[fiJ5E:-fji£;i J: oT. n h C R T H 2 ^cT)^^^!^: .Cjl^fi^j ^ v\x ^ - 



o 



wo 01/14882 ^ ^ PCT/JPOO/05615 

^r^W-S'&^T V -t ^ il-Ii. Boie. Y. fb. J. Biol. Chem. , 270: 18910-18916. 1995 

mmfi<-^ h h c H T R 2 . m ,t u\ mKd'j 4- > ^ i.- - ^ - fi^gj 

i . ISI^fti it (7) b h 7' n X ^ J'' ^ > V ^ D -S'^S^fi^'-o i)im i~mmi; it o ±i f.^ . It 
^flO=^^^l^'^-^ t L-C. ( 1) MmJf5?'g(ii3{to. b: h C R T H 2 railStSK' 

f^ij.tii\ -f^lKif^K^^'IpiMl^ h C R T H 2 
^ [ii y T> X ^ > Pi. ^ •Hij 5£ ;)jr il ^ L /J ^ E [ f'lJ !i'B i acore 2000 ( T -v > ^ A 7 
i;i.-7vTtt) ] -Qm.Wm'-^-t^^ti)-^'^^^''^ (f^iJxiXBoris. J. "b, J. Biol. 
Chem.. 272:11384-11391. 1997 {IfEm -jjv* ^ f'ljTjt-C § ^ ) c Sf-:> 

!t^S^^li hCRTH2 ^(T}'i^^^[t . tiHc L Ttil^l^l^ K r i . t |trj&^|.tSti- ^ ^ > 
^ "I -e ^ 0 . i . ± jzt L /-'c =t 9 II . If-lt L fz 'h^^ O 'j ij' y Y ( M [ ' 

{M^li\ Boie, Y. b , J. Biol. Chem.. 270: 18910 18916. 1995 l.imm. ^ i-ifz 

z(D-r-p^izx 0. i^i^if^Kii. h c RTH 2 ^g3l^geKl:^^i-ol§•^^^t475^ES 

^ -2) o 

-r^^^, ^5l^%®{CJ:^. in situ (D-mS.cn}^ h CRTE2 (Di^mt. 
v^tiPGDi (let ^ H b C R T H 2 co?Sf'tt'ft{l-'7-£'S.f1^ffl (l>S^* o u^iiii?^ ) 

-c- . mm M ji it ^ , h h y □ X ^ ^ > > > D ^-^i^ izn-t;h mm ^ ?fj5E 

i-o ^ <!:;6^~-C-§ oo ^(T^i^--^-. h C R T H 2 covS^t±ft:ti'Hfi±lfflr^<7)fflgar*I ^ ^1^ 
-> A?^Jt<7)±l|- (ffOxIfBoie. Y.h. J. Biol. Chem.. 270: 18910-18916. 19 
95iliEfSi^n/j:^'vi:-^f^!lt^T-^ ^) . ^fbf*<7)/Lil (intl£Yokomizo, T. h . Na 
ture. 387: 620-624.1997 ilH^m e tl/j^^j ji ^f^^lj^-^- ^ ) , ^iUa^M^T:* k: h C 
R TH 2 :/>^'-(7)^^r^7 >^vi ^- ■> 3 > (f^^iJ.iliLuttrell. L. M. -b , Science. 2 

1 0 
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S3: 655-661. 1999;i 5 /V ii: ^ f^J^-^^ ? ^ ' - h 1' jln-f?" T o ~ tij^'' 5 
<5) , 4- ^ . L h C R T H 2 cr, ift- ■]'-[_ it 1' iHiJ T Z. f r I : f H 4r: r L ^ j-ii ffl T ^ affi ^ L M 
ar^-ft r L T ;i , K 5 6 2 . J u r k a t . K E K 2 9 3 , C H O b'T';^-^?.]-;!;-^- 

- 0^--|5:;;iDi^-C. fiSt^l^K:; i > m situ 0;|i;Tife,cO h C R T H 2 O -tr 

7' - ?s t4/:'^'i^ ;c-t n !i\ ^^r^^ ^ ;± . t: h 7' □ x ^ '/ -? > > > d 2 -S'^^ fi-^^-* 

^p-tiUX. {-l^.^ Tl-h'^ t h 7° n X >f r 7 > >■ > D 2 'Si'M^^-'^S- it y i'fcHes $ -*t ^ . 

h C R T H 2 . 1- 4' ^5 M> 2 O l: h P G E' '5'^?^^- Jtlflc^ 4' ^ > ^ I- - ^ 
- P G I) : ijm^--^ o ^ c;:)^^..;!^-^^^; -t, , 5f > 2 (7) h P G D : '5:?f<*7&^' 
f--t-^^-/i;.^t.f?'7)}s^!^i3 ct L/'i=^P^ i;>&WC'^'2> c M> 2 t7) t h P G D : 'S'^H^Ti*^ 
mH-'ti> ^B^tSii s ^^r^t^a $ 4- V ±„l:^ >■ ^ 1^ - v - ii . P G 

i> o 

CO h C R T H 2 -^^f^ffl (<?|J X. iM^vfi-J 4- ^ > ^ U - 5' - f'pffl ) ^ Kil^t tt 

c h nj: !K go n h r n X J' r 7 > > D z;± b -7^ □ X 5^ ^' 7 > V > 

(D ^$1 6^ iG [^H t!*^' ^ L T ft? ^f. ? H ^ --< ? ?L > -c' ;i 4' ^ 
C^J&f?!) 1 ] 11 h C R T K 2 ^Mm^cr)it)k 

t h C R T H 2 ifiU;-?-%fa7' ^ X i K p R c /' B 1 9 liNagata. K. o , J. Imm 
unol.. 162; 1278-1286. 1999 i6 I VW^im^mX O 9 7.-1 6 6 7 7^1^}^^ 
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B 1 9 c D N A i: L T . Jim^r^i^^^^iiiX^-W^m PERM P 

- 1 5 6 1 <3 t L -C 'A- -it ? T V . ^ 6r, - ^ - f-; ^ ^ ,r> j- ^-l^ ^ > ^, 

-?-c7)iii-S-B 1 9 c DN A ^3.iJPii6?-3;-H i n dlll ioXU'X b a I -ciftMLL. 
y 7 X ^ K p R c C M V ( ^ > e h n r > tt) <^ H - n d III / X b a I ^ 
h \z^-r y a- - > iUt p R cB l 9 i: l-l ■■cn§tm.y''7 X = KT^^fi-: 

-MT- ^ 'S) o ^ (T;) p R c / B I 9 isX l/^W^. 7" V X = p R c C M V (75 ^ iv^' 
h #?i-fjR^^ n iflI.^iiiieiSat*'C-.fc ^ K 5 6 2 mf\kl-^ I- y h u 7f: U - V 3 >- i£ 
U-CiIfi;i^?jJAL. ^t--r^v> (>;''"-7t±) 4 0 0 g ml ^^Ti? 2 - 3 ii 
mm^i^-mLfZo p R c / B 1 9 i:mz:^K^XLtzK 5 6 2 IfflflSllov'T (i. ^fe 
§ ^So /j^^lHir^^ ^ i )i iM/j '9 0. 3 ^.ffl^S-C- 9 6 /tv f n - b CiJI ^ 2 - 3 
iingit* L /j. L -Cl^ /J^IBIE ^ xj->^iX^ hCRTH2 (Nagata. K. 

J. Immunol.. 162: 1278-1286. 1999 ) X^'^^^JkiliL. ^ h C R T H 2 l&iJi 
(Om^^ ^ n - > K B 8 -•>^\ ^-t b?.<7) p R c , C M V ^ Mifi^-MK LfzK 

5 6 2 mmii'f^^^ J: ^ -+> 'J ^ n - > 60:|f.S-c±tf ^ ^ It^^ L 

(]':J.T. K 5 6 2 y n e o t ^^^i" ) o 

C^lffe1^!l 2 ] itm^imo D P U -t 7° ^ - f§Ja*fflldi(^Mt J3c 
h D P U-t 7"^ - c D N AJiBoie. Y. J. Bii>l. Chem. , 270: 18910-189 
16, 1995^3 X {f!W'^'¥ 1 0 - 5 0 7 9 3 0 1;h£«c(7> hDPl--t:/:J'-cDNA 
(7) D N Aia^^Sti^^'iJ ^ R T - P C R v^-C- > n - > v L /Jo i" 4' ^ . t h D 
P l^-t y:?' -<7)5|il75'igii^>l /i^^qi^^nTv^^ 11 h /J.JjlJ-cOpoly (AH RNA 
n->x-v,^tt) ^i^MtLT, ^'J^' (dT) f-T- (7r;l'"vTtt) 
;S.(^~MML V 7*111 :^S^S- (yr )U-r> ^ m^-^'C c D K A ^mmifzo ^kl~. 

ummmn i n d iii ^ f h ^ r^-ti- -7 ^ 7 - k^^ f < 5 ' - c t t c c g 

AAGCTTTCACTCCAGCCCTCTGCTCCCG : Sd^iJl= 9" 1 ) 
i: ^/X b a I -r h ^ ^ tj- 'J 7^-7 -f — - ( 5 ' - G T T C T T T T C T A 

TAAAATGTGACATATTCCTCAGCTTACC : @£?y#-^ 2 ) ^ 
ffli^m h D P Hr^^^-cOl^gRpIt^^ P C R (9 4C. 1 53' ; 6 8 r , 1 : 
7 2 r , 1 ;0j-<7)*^i-4- i y il-C S 5^1' ^ ^l- s T±«i|ig L ;"jo f# HTt; P C R ;>£:r^ ^ 
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Hi n d III ^ b a I -^mit L . p R c C M V H i n d 1 1 1 X b a 
I ^ ^ h :i D - ^ > L /-J . ^ i n ii L T f'Plii L 11 h D P U -t T - c/> 5& 
% 7= ^ X ^ r M 1 331 h M f * c") t; "T- K 5 6 2 ¥31 '!i : : m j'- a L . 
Y -r 1- V > ;: i ^ i C'^" :^ n - ^ > '7 m\- 'r it o , ii L T 5 ^ J' n 

- > o I ■ . ftc;£T -3 [ H j P G D . ^-i a- r y -t i' i 0 D P u -t r ^ - ^ 
f^O I > n - > K D 3 6 ^ ^ 

[^if&M3] [ K] PGD. ^^^T ./-ti' 
K B 8 . K D 3 6 io i c/' K 5 6 2 n e o ^ n ^' n 0#|fl^S ^ Ifc^^ . 3 x i 0 
" JplBBS.'-'ml ;: o J: -"j ;;Hank' s balanced salt solution ^HBSS. ^-7'-=i\L 
-r-)V^)V^X': 't' il#!?2V<^J ^-ti-. e^^Ki. Imi^O. 5 mi t f □ -f- ^ - 7" i: 
^•^i^l L , /K.I-.-r L . (I H B S S ti L fz 1 nMO [ ' H ] P G D : ( T 
■7 -> tt } ^ ;i , >K±-c- I »^ Rr.L« ^ 0 rxrL:>f^(7)#fflfla -r , 1 . 5 ml 

SULt'jRPMI 1 6 4 Oi^:te (1ml) (7^ .h U f.i ^ t : ^tJf L , ^ ^ n 3i.L^'^'C- 
l 0 0 0 0 [i'lls. 35t3t'bL/-o 0. ImltJ h-^L-Ciiil=^Wi^7l L/Jl^^ 
1 0 0 0 Ol'Jl^r-C- 1 't^W-A'\s-\^. f-^-r«|tO.I5Ll.D<"f^ ^-i^-Ci^i: L. ^Sa=^^^ 

#:v>-^^-->3>^'>>^ - L c 2 0 0 i"^ Ji^ l-!! ± |^ fl «t P G D , 

(;>pi-J:o;:. K 5 6 2 / n e o i;(i#Mft<J^' ['H] PGD. 
ixfjiij^'ofi.. KB 8. KD 3 6 T"{it»-rn'(> [ H] PGD: (nmm^ta 

^^^tmi^ hfiizo tfzZ (7yW\m^^'<^ii^^-^ . ^/lC R T H 2 iJiii^BU 7 (Nagata. 
K. lb. J. Immunol.. 162: 1278-1286. 1999 ^iXmagata. K. . ) 
^fitJC, KBSlii^To ['H] PGD: cT^li^-g-Zitt^jl^.C'^ClS* L Z<Z) 
D P U -t 7° 5^ - ilfr^ffl L'^-v^li hCRTH2 M^ti^ ^- ^ v ^ L- - ^ - ^ pj] 

i^MM 4 ] ^IBart ^ -> T -t i' 

KB 8 , KD 3 6 y^K 5 6 2 / n e o ^ n^?i -O^afjii ^ tfeff!) , 1 0 Oo4^.fe 
!,Sifiii^;.^.t]nR P M I 1 6 4 0 j^titfe^' 5 < i o • m^'d - mi X ^-^^ 
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5 fiM Fura-2 AM ( K- > > K-tt) U^t-'Y"^- 3 7 V. 1 H-VPnTJ^fif L/::o 
^iBA'd^ H B S S -C- 3 [ulit'L«i;^:i^ L 7 'J -c^^ F u r a - 2 AM^Pf:v./j, 
#ai)ja^O. 1 %^-ifav5T;w-7-5 > ^^^tj^H B S S 4^1: 1 0' ml c 

^ J; -) L . rtf?-?:0. 4mlc7)^-5v.-t;K; ^ y ^ Ji-r ~ 'jfitlft 

l^gtL S 5 0 B (C-t •/ h L/-C y' . Mt'tiiij&S 3 1 Onmio J: rj' 3 8 
Oniii(;*3lt-5>1t7t5liS (5 1 Onm) ^^)JrbO#lIl#fJ<j l^ft ^ F L - W i n 1 a b V 
•7hr>ir > LT3}cA6/jc. K 5 6 2 , n e o (i 0 . 2 

5-25 OnM<7) P G D, H i-t L "C f: ^ ^aij^r^] ^t- v ^ iti:£(^^fjj(i/j^ ^ ^/i^ 
o/^o K B 8 J: f/K D 3 6 -C■^il^-ri^^> ^^CnMcO P G D, ^Mi^ X ^ 

'Sr^afl^I^]* V '^i^^tS^O±#7&^~|f^^^$n7^^o ^ <7)j8ij',£,^,iiioi <>|;lC R TH 
2 m^BM 7(ili hCRTH2 3S-)f^Ifi<J 4' T > ^ n'- x h v§f4 =Jr ^fc L 2 U) c 

iyDP V-t-f 9 - izi'^m L4-v^l^ h C R T H 2 jl^Kfi-]^^ U - 

[HSfeM 5] lihCRTH2 ^zH-r<>m^coy°n 7. 9 y 4 K<7)*^i^ySti 
HJi^J 3 L/-: ['H] POD. y -t ^ ^ M ^ c7)#tift-/n x ^ y ^ 

K (v^Tti ^ ^ ^ -7 >-rJ-.) ^f-ffirr^JfeL. h C R T H 2 co^ff-Zox ^ y Y 

K iiiti- -5. ^i^^Mi'tt ^ iFfffi L /-lo ^ h c RTU2 im-r^ ^k(^mm 

^(D^^(DmitHiP GDv SI 3, 14-T--liKn-l5-^hPGDi. >>7° 
n X ^ ^ > V > J , ( P G J 2 ) > 1 5 - T' t ^ V- -T^yL- ^ 1 2 , 1 4 - P G J 
2 S X 7 > >• > E . ( P G E 2 ) = y n X J' r 7 > V > A , (PGA: 
) > > h n > > B 2 ( T X B > ) -e^b o 3 HI) o itl3ci>j-HSu l/j 

DP ^-t7'5'-t;iti-'2>l^'^"lftftH4^^?^^^WIf5:iiP GD2 =PGj2 >>PG 
E 2 > 1 3 , 1 4 - -r K n - 1 5 - h P G D > 1 5 - ^ v t"*;!- 1 2 , 
1 4 - P G J 1 S T X B S P G A i ^ o o h C R T H 2 ^ D P !^ -t -7° ^ 

-cT^pGD: ^Ii•ti-^l^ 6-lflf^i4co^^o:iR^T-.fco."J7!)^ itk^TDy n x y ^ K 

izn-r ^f^-CTmun.-^^ Itl 3, 1 4 - t^- K n - 1 5 - V h P G D 2 ct^ J: 

C^lffe^iJ 6 ] iMIP.fiti T X MI J: ^ h C R T H 53^ fc^) > ^ v\a. P - 

1 4 
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K B 8 m^i -r . 10 % '|-Jjs!<&inii&i.t:^i: R P M I 1 6 ; 0 i^it . 10 ^[flflS 

mLt^Z> X ^> :~^m^-*r. ft ^ > "7 ^fh T ;i ii ^. 3 7r-^in5rHT 

ft^ L : I.'V , ^lil Rdi 1' H B S S -t^ 2 p:] it -L^ \9c L , 7 ' ; - > r P-f: s. ^ 
fz _ ''rjr-. m ffei 1' . 0 . 5 ^ ifiL (7r < > j; C^' 0 . 0 5 % N a N r 

L /"J H B S S ;i l^}!f;<?i , ^/l C R T H 2 ^ y n - 7- 'L- f/ifl^ B M 1 6 J: 7 r 
n ^ 'j X 'i > t^st^/t ^ y h 1" ^ ;X n r 'j > ^/ifi^ ^ ^fl » T t£ >t ^ fe L . '^Tttfe 
fe L /-J ^ fj^ ^>¥^^ lit jt^il^ ^ 7 n - 4f < h y - 5^ - ! ^-^i ^ r > ^- V - > V > 
-M) -c-iiJ'TH L , ^ > -7 ^ 'ilS L /jlfflr^coM ^ . tet'iitJl i - > h n - ;u ; (r>mU 

i£ h Jrblx L c ^ o T-S * ^ . ri 4 El c 

fj 4 la {1 7ji-r J: ^ ;: . il:ir.fi-J T n-- X h ^ ^ P G D . i:5 J: rj^" 1 3 , 1 4 - ^" 

t Kn - 1 5 - ^ h p G D . X'it. n > h n - ;Ki J:t-c-C W.e: C R T H 2 ^"^ 

> ^ V ^ L- - -> 3 > ^ L 7^-75^ T X h j^n.cr) ^> i. ^ P G E : Tli . ^ O 
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T H 2 -^OCl^ffl ^r^Jjlftit-^ ^ > i; J: i) , fhJ!f^K(7) H h 7'D X V > > > D-S 

mm 1 2 ]pj£$£<7)rpj^:;Tfio 

4 . ^Sl^if^ fri; It ^ , in situ 0;|>chJ OH h C R T H II itt" ^ fl^ftlti ^ . 

1 Ji3iJ±^2 jaftimorn]7ii:'jy4o 



1 6 
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SEQUENCE LISTING 
■no:- BKIL. INC. 

•120- Method of identifing property of substance against 

human prostaglandin D receptor 
■ 130 • PBM42 
•140. 
■141 
•160 
••170 

• 210. 

• 211 



2 

Patent In Ver. 2. 0 
1 

34 

• 212' DNA 
-'■213> Hominidae 
•:400^ 1 

cttccgaagc tttcactcca gccctctgct cccg 34 
•:210 - 2 
••211 • 39 

• 212.' DNA 

^'213 ' Hominidae 
<400> 2 

gttcttttct ataaaatgtg acatattcct cagcttacc 39 
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